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This document published by the FDA provides guidance on when it is appropriate to
request waiver for conducting in vivo bioavailability and bioequivalence studies for
immediate release solid oral dosage forms. Overall, it is a very well written and
scientifically sound document. We feel that this guidance will allow the pharmaceutical
industry to request waivers for unnecessary bioequivalence and bioavailability studies
when it is scientifically appropriate. There are some practical aspects in the document
relating to methodologies that need to be clarified, critically discussed and/or
reconsidered. We offer the following comments, with text from the proposed draft
guidance in quotations in some instances, for the sections indicated below:

Section II. Background

It may be worthwhile to state that the proposed guidance applies to prescription drugs and
not to Over The Counter (OTC) medications.

Section III B. Permeability

“A drug substance is considered highly permeable when the extent of absorption in

humans is determined to be >90% of an administered dose based on a mass-balance
determination, or in comparison to an intravenous reference dose in the absence of

evidence suggesting instability in the gastrointestinal tract.”

We interpret this section as the FDA requiring information on the extent of absorption in
man to classify a drug as having high permeability. We think that, with certain exceptions,
it is very difficult to evaluate the extent of absorption in man. In a mass-balance study, if a
drug is given orally, it is usually impossible to distinguish between the amount excreted in
feces and the amount that is unabsorbed. We also think that it may not be possible to
evaluate absorption using an intravenous dosage form as a reference because of 3 potential
reasons: a) It is not possible to formulate an intravenous dosage form b) It is not
appropriate to administer the intravenous dosage form due to toxicity concerns c) It is not
possible to quantitate parent and all metabolites for unlabeled drug given orally and
intravenously. Therefore, we suggest that this requirement be seriously reconsidered. We
interpret information presented in Section IV B. 2 as contradictory to the information
presented in Section ITI B. This should be clarified in the final guidance.

Section IV B. Determining Permeability Class

“To be classified as highly permeable, a test drug should have an extent of absorption >
90% in humans”.

As stated earlier, we think that it is usually very difficult to establish the extent of
absorption in man.

Section IV B. 1. Studies of the Extent of Absorption in Humans



“For mass-balance studies using a radiolabeled drug, serial blood, urine, and fecal samples
should be collected for about 10 elimination half-lives.”

We feel that for a drug with an elimination half-life over 48 hours it becomes logistically
very difficult to collect blood, urine, and fecal samples for 10 elimination half-lives. For
example, if the half-life were 3 days, this would mean keeping the subjects in-house for 30
days (10 half-lives) to get reliable and complete collections of excreta. We feel that this is
a very stringent requirement. Instead, we feel that excreta should be collected to obtain
90% recovery.

Section IV B. 2 Intestinal Permeability Methods

“The following methods can be used to determine the permeability of a drug from the
gastro-intestinal tract:”

While it appears that one of the four methods is recommended to evaluate permeability, it
is not clearly stated in the document. We suggest that this be clearly stated.

“A correlation can be established using 20 or more selected drugs for which reliable
estimates of extent-of-absorption and information on absorption mechanisms (including
potential for intestinal efflux via p-glycoprotein or other efflux systems) are available.
When a method enables the selected model drugs to be categorized into the correct
permeability class, that method can be considered useful for the BCS and can be used to
determine the permeability class membership of test drugs.”

We think that this is an excellent way of determining permeability. However, we feel that
the statement above is contradictory to statements made earlier in Sections III B and IV B
about requiring data for extent of absorption in man. We interpret this paragraph and the
one that follows as allowing an in vitro/in situ method to establish permeability after
establishing a correlation between in vitro/in situ methods used by the sponsor applying
for biowaiver and the extent of absorption data for 20 or more selected drugs. Please
provide a reference for these data or provide these data in an appendix to the document.
We agree with this approach and strongly recommend that the agency adopt it, if that is
not the case now. If the intent of the agency is to use the approach stated above as
opposed to determining the extent of absorption in man, this must be clarified in the final
guidance.

Section V. 6. All other application commitments should be met.
Please clarify or provide a reference on the details of ‘other application commitments’.

Section VI A. Instability in the Gastrointestinal Tract



“Drug solutions in these fluids can be incubated at 37°C for about three hours and
analyzed using a validated stability indicating assay. Significant degradation or loss (>5%)
of a drug in about three hours could suggest potential instability.”

Please clarify what does a ‘validated stability indicating assay’ means and provide a
reference for this. Additionally, you propose evaluating a 5% loss of drug. In our
experience, assays used to determine drug concentrations in biological fluids generally
have a 10% coefficient of variation in their quality controls. It is very difficult to
determine a loss of 5% when the acceptable coefficient of variation for QCs is 10%.
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